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ESF 2, Figure 1. Enriched ontology term clusters in the chronic fatigue spectrum disorders network. Terms are
represented by a circle node, with the colors representing cluster identity and their size reflecting the number of input
genes. One term is used to describe the clusters (colored labels). The thickness of the (bundled) edges linking the
terms reflects the similarity score (threshold is > 0,3). The network is constructed and visualized using MetaScape and

Cytoscape (v3.1.2)
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ESF 2, Figure 2. Heatmap of enriched ontology clusters showing the top-20 functions that were
overexpressed in the expanded network of patients with chronic fatigue spectrum disorders
(accumulative hypergeometric p-values)
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ESF 2, Figure 3. Enriched ontology term clusters in the immune subnetwork of chronic fatigue spectrum disorders.
Terms are represented by a circle node, with the colors representing cluster identity and their size reflecting the
number of input genes. One term is used to describe the clusters (colored labels). The thickness of the (bundled)
edges linking the terms reflects the similarity score (threshold is > 0.3). The network is constructed and visualized
using MetaScape and Cytoscape (v3.1.2)



WikiPathway 2021 Human
LTF danger signal response pathway WP4478 *8.05e-19

Toll-like Receptor Signaling Pathway WP75 *2.72e-18

MiRNAs involvement in the immune response in sepsis WP4329 *7.31e-18

Regulation of toll-like receptor signaling pathway WP1449 *1.53e-16

Photodynamic therapy-induced NF-kB survival signaling WP3617 *5.94e-16

Selenium Micronutrient Network WP15 *1.68e-15

Fibrin Complement Receptor 3 Signaling Pathway WP4136 *2.91e-15

TNF related weak inducer of apoptosis (TWEAK) Signaling Pathway WP2036 *3.69e-15
SARS-CoV-2 innate immunity evasion and cell-specific immune response WP5039 *4.15e-15

Folate Metabolism WP1/7/6 *6.65e-15
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ESF 2, Figure 4. Heatmap (top-10) of the enriched WikiPathway terms accumulated in the differently
expressed proteins of the immune subnetwork of chronic fatigue spectrum disorders



BioCarta 2016
NF-kB Signaling Pathway Homo sapiens h nfkbPathway *6.91e-16

IL-10 Anti-inflammatory Signaling Pathway Homo sapiens h il10Pathway *8.56e-13

Signal transduction through IL1R Homo sapiens h illrPathway *1.05e-11

Ceramide Signaling Pathway Homo sapiens h ceramidePathway *5.28e-10

TNFR1 Signaling Pathway Homo sapiens h tnfrlPathway *1.13e-09

Activation of Csk by cAMP-dependent Protein Kinase Inhibits Signaling through the T Cell Receptor Homo sapiens h CSKPathway *2.84e-09
SODD/TNFR1 Signaling Pathway Homo sapiens h soddPathway *8.51e-09

HIV-1 Nef: negative effector of Fas and TNF Homo sapiens h HivnefPathway *1.05e-08

Keratinocyte Differentiation Homo sapiens h keratinocytePathway *1.05e-08

TNFR2 Signaling Pathway Homo sapiens h tnfr2Pathway *3.32e-08
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ESF 2, Figure 5. Heatmap (top-10) of the BioCarta terms accumulated in the differently expressed proteins of
the expanded immune subnetwork of chronic fatigue spectrum disorders



KEGG 2021 Human
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Figure 6. Heatmap (top-10) of the KEGG pathways accumulated in the differently expressed
proteins of the expanded immune subnetwork of chronic fatigue spectrum disorders
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ESF 2, Figure 7. Enriched ontology term clusters in the Wnt/catenin subnetwork of chronic fatigue spectrum
disorders. Terms are represented by a circle node, with the colors representing cluster identity and their size
reflecting the number of input genes. One term is used to describe the clusters (colored labels). The thickness of
the (bundled) edges linking the terms reflects the similarity score (threshold is > 0.3). The network is constructed

and visualized using MetaScape and Cytoscape (v3.1.2).
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ESF 2, Figure 8. Heatmap of enriched ontology clusters showing the top-20 functions that were overexpressed
in the Wnt/catenin subnetwork of patients with chronic fatigue spectrum disorders (accumulative
hypergeometric p-values)



WikiPathways 2019 Human
LncRNA involvement in canonical Wnt signaling and colorectal cancer WP4258 *4.52e-21

Whnt/beta-catenin Signaling Pathway in Leukemia WP3658 *3.12e-20

Endometrial cancer WP4155 *1.3e-18

Wnt Signaling Pathway and Pluripotency WP399 *1.76e-18

ncRNAs involved in Wnt signaling in hepatocellular carcinoma WP4336 *3.52e-17
Wnt Signaling Pathway WP363 *3.59e-17

Breast cancer pathway WP4262 *1.89e-16

Wnt Signaling WP428 *7.22e-16

Primary Focal Segmental Glomerulosclerosis FSGS WP2572 *1.11e-11

Chromosomal and microsatellite instability in colorectal cancer WP4216 *1.22e-11
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ESF 2, Figure 9. Heatmap (top-10) of the WikiPathways accumulated in the differently
expressed proteins of the expanded Wnt subnetwork of chronic fatigue spectrum disorders



InterPro Domains 2019
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ESF 2, Figure 10. Heatmap (top-10) of enriched InterPro domain terms accumulated in the differently expressed
proteins of the Wnt/catenin subnetwork of chronic fatigue spectrum disorders



GO Cellular Component 2021
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ESF 2, Figure 11. Heatmap (top-10) of enriched cellular component terms accumulated in the differently expressed
proteins of the Wnt/catenin subnetwork of chronic fatigue spectrum disorders
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ESF 2, Figure 12. Results of GOnet annotation visualization in chronic fatigue spectrum disorders depicting the
hierarchical structure of GO terms and the hubs and master regulatory transcription factor
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ESF 2, Figure 13. Results of GOnet annotation visualization in chronic fatigue spectrum disorders depicting the
hierarchical structure of GO terms and A: downregulated seed genes; B: seed genes of the Wnt/catenin pathways;
and C: the hotspots in STRING enlarged networks
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ESF 2, Figure 14. An extended network constructed with inBio Discover showing the top Disease Ontology
(DOID) annotations of chronic fatigue spectrum disorders



